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Abstract 



Compounds of formula (I), and pharmaceutically acceptable salts thereof: wherein L is NH or O; X and Y 
are independently selected from hydrogen or CI -4 alkyi, or together are a bond; R1 and R2 are 
independently selected from hydrogen, C1-6 alkyl. C2-6 alkenyl-C1-4 alkyI, or together are C2-4 
polymethylene; R3 and R4 are independently selected from hydrogen, halogen, CF3, C1-6 alkyI, C1-6 
alkoxy, C1-6 alkylthio, 01 -7 acyl, 01 -7 acylamino, 01-6 alkylsulphonylamino. N-(C1-6 alkylsulphonyl)-N- 
01-4 alkylamino, 01-6 alkylsulphinyl, hydroxy, nitro or amino, aminocarbonyl, aminosulphonyt, 
aminosulphonylamino or N-(aminosulphonyl)-C1-4 alkylamino optionally N-substituted by one or two 
groups selected from 01-6 alkyI, 03-8 cycloalkyi, 03-8 cycloalkyi 01-4 alkyI, phenyl or phenyl 01-4 alkyI 
groups or optionally N-disubstituted by 04-5 polymethylene; Z is a group of formula (a), (b) or (c) wherein n 
is 2 or 3; p is 1 or 2; q is 1 to 3; r is 1 to 3; and R5 or R6 is 01-7 alkyI, 03-8cycloalkyl, 03-8 cycloalkyl-C1-2 
alkyl or 02-7 alkenyl-C1-4 alkyI; having 5-HT M-receptor antagonist activity, a process for their preparation 
and their use as pharmaceuticals. 
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L X 9Sim K mm ti :h m K ^ ^ y 
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1 1 X 1? * >5 o 

1: 0.05 1000 n%SL^ 0.5 500 ^ ij it ^ Oo 

W:#f70.oooi — 50 ^ / / 8-5 e>lc#iaKtt 

0.0002 — 25 ^ / ^ / B <omm^^ h ^ 

^ ± O ^ « Wt ^ :3 iX 4 o 



?$Fffieg 62-252764 (11) 

y y ^ . Kl977^CX>£,o 
»3|^J 1 

l-(2,3-v^tKo)--f>^KiJ>^h r;;^ao 
O 

\s-oooi. 




( Di ) 



0 'CKts^irf^^i^-^^ d o> ^ (140««) >R 
h »; xf->Fur^ X ( 5,S5me) (^><D2,8--:At: K 
c..fXK-A.( 5^)KSEjft-:>;^aa>-*ix(20 



L*iC*( 5««):StCK5Ntt[ei»«( 5««)frCX 
i)ft07to *«ffl^r«« (Na.SO*) L » t * 

^m^7 ^ i- ^ 9 ^ i M ^ ^ t t> n»Lx 

«»feO®*t L-dftSft^^te (Dl ) (8.5f. 
7 2^t ) 4 ^§7to Ittjft 5 9-6 0 'o 
»H-NMR( ODC 1.) 6 OMHz 
3 7.85-7.55(m, IH) 

7 . 80 - 6 . 70 (m. 8H) 
4 . 25- 3 . 70 (m, 2H) 

8 . 25- 2 . 80 (m, 2H) 

^^m 2 

2.3--:^t Ko-8-/^A'-fxK--^(D2) 



H 




( D2 ) 



OH, 

O .Vf , ^ i) y •/ ( Oribblc ) 2StiyJ.H.;f. 7 
(Hoffman) T ^ '( 3 yn t he s i s )J 



859, 1977Kil;^^iX7t:5j*rc^l£o-C3-> 
^A.^:^K-A.( 5 ? )*Siafk:#%l(D2) 
( 4 . 17?, 82 * ) -^e* L:^a 
'H NMR( CDO 1, ) 6 OMHz 
* 7 . 30-6 . 80(m, 4H) 

3 . 80-2 . 80 {m. 4H) 
I . 80(d, 8H) 

3 

2,3--;^t Ka-5-7A,;^a-<i/ K-yu(D3) 




( D3 ) 



X K-yi.( 3 f ) «r^S{k:'^ife<D3)(2.54?. 

'H-NMR( ODO I, ) 6 OMHr 
^ 7 . 05-6 . 1 0 (m, 3H) 

4 . 1 0-2 . 60 (m. 5H) 

1^ 4 
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H 



01 




( D4 ) 



X K-^ ( 0 .SSf) i mMit^m (D4) (0.8 4?. 
9 756 U7t o 

'H-NMR( GDO I,) 6 OMHr 
a 7 , 80-6 . 65( m, 2H) 

6 . 60-6 . 25( m. 1 H ) 
4 . 10-8 . 25( m, 8H ) 
3 . 20-2 , 70( m. 2H ) 

2,8->^tKa-5-> h'¥^4^-txK->^(D5) 



MeO 



(BS ) 



^Baeg 62-252784 (12) 

( I 9 ) 0®fl[*^ta-CS{tS* (0.27?) 
St^fcLTto 3illtt«0*«(l5a«£)<Dg5tJt!l«ft4« 

K X !) ti^m LAc ««ffi*««(Na,S04 )LiS 
j«**aT«*«-a'-C3JS^t*«* (D5) ( 0. 43?. 

4 2?j) ti^yfco 

>H-NMR( ODG 1, ) 6 OMHz 
d 6 . 85-6 . 85 (fn. 8H) 

8.65(8, 3H) 
3 . 60-2 . 70 (m, 5H) 

i^^n 6 

2,8-v^tKP-8-x^/u>f>'K->v(D6) 
H 

( D6 ) 




K - ( 2 , 8 f ) c J . T . 7 y y y h y 



( PI itzpatrick) R ZJ^ K . D . k >i ^ - ( Hiscr) 
ri^^-.^^^.'^^i^. Org.Ohem. ) . 22. 
1708-4. 1957)t«S-ri:#<a5(D6)(1.8 

? . 56^)frCte« L;to 

»H-NMR( ODO I, ) 6 0MH2 
a 7 . 20-6 , 40( m. 4H) 

a . 90-2 . 90 ( m, 4H) 
2 . 1 0-0 .8 ( m. 2 H ) 
0.9 ( I . 3H) 

i^^n 7 

l-(2,3-':^tKa-8->^-^) >fvKUA'- 
0-( \ - :^ ^ *y ^ ?v^A^)-5t;A'x</ - y 




{ D7 ) 



^EflfehA'X:^ (I5 0fli£) t*"ON,N-v?r^-x>' 
^ 5 ^^y^*-7K;^ - h (8.08 ? )ADf2,3--^ 



e Ka - 3-^^y^-fV K-A'(D2)(4.1 7?) 

m^m L 5 N ^ « « ^ 
(i0ii£), fis^sKa* u (lOirf) ao'm* 

(30ii£) K X i> m^±o ^«ffl4«i*(Na.S04) 

S1fc^*fe(D7)(6.85?. 80* ) *»;to 
»H-NMR(ODCl, )60MH2 
a 7.8 5-6 . 80(m. 4 H ) 

4 . 60-4 . 00(ni. I H ) 
3 . 95-8 . 1 0(m, 2H) 
2 . 7 5( s , 4 H ) 
1 . 80( b d. 3H) 

1- (2,3-*:>e ya-s~7J^yta ) ^i^KU 

h ( D8 ) 




( D8 ) 



y ^ 5 iJ " ifi ^ - h (4.75 9 ) t 2 , S-i^ 

t Ko-5-7^;4-fl^:^ K->u(D8)tOKE 

'H-NMR( ODO I,) 6 OMHr 
* 7 . 90-7 . 60( m. iH) 

7 . 80-6 . 60( m. 8H) 
4 . 40-4 . 00( m, 2H ) 
3.40-2. 90(m, 2H) 
2.85(8. 4H) 

l-(2,8-v^tKo-5-> h4*-:^)^xKy 



?fBaBaG2-2527G4 (13) 



Me 




( D9 ) 



-5-> h4-X>f>'K-A.(D5)(0.43y)i 
h ';;^ao/^^^aa7^v^/ - h (0.35»rf) 
iORlc;rcX!JS®'ft'^%^(D9)(0.52f, 58 

•H-NMR(OD0l,)60MHz 
^ 7 . 88-7 . 58 ( m, iH) 

6 . 8 5-6 . 4 d ( 2H ) 
4 . 85-8 , 80 (m» 2H) 
8 . 70( s, 8H) 
8 . 85-2 . 80 ( m. 2H ) 

»^9^ 10 

1- (2,8-i^t Ka) >i y y ^) iJ tH Jt^ ^ 
o 'J K ( D 1 0 ) 




0° CDiK:j*v^^ao>^^(150«£)<f'O*^ 
^xCll0«<( h>^x;/(tii2. 5SJW/W|S« ) ] 
(C$e;»-:^^oa>^X(100«£)4>«>h ijx^A' 
T?v(i7ii£);RVffU<j««U;t2,8-*:^e K 
o>f>/K-A.(l4.5 f )©»«*f»TLyfco S 

^WL^m^ i^f«io"ra»Lft(c-tx^ X 

( 2 . 5 Z ) W: r 5 N «eSt« «L{lOOme)Klf> 

«r««(NatSO* ) L « « * H S Si % L » * 
6O/8O5fft3:-ryt^«f>-r«»»L-C05H'fl:'&-%^ 
(DIG) (I8.87f, 83^S)*|§7to 

1- (2,3--:>t Ka-8-x^A^) ^fvKijA^ 
*A.TK-A'^ayK(Dll) 



0001 




(Di 1) 



Et 



o*c^^n;t:^j5fefrciaev^2,3--:;t k 

a - K->«^(D6)(1.25?)t.-n 
^y>'C7,7irf( h A- X V (t> 1 2 . 55tW/W»^8[)] 
i ORrCtC X b ^jS^fc^^ (Dll)(i,6P, 90^6) 

f9 1 2 

1 - (2,8--;^t Ka - 5- - h a ) >f v Kij^ 
— h yj^oo>^>v*,fu>»<>- (Dl2) 




(Dl 2) 



-5--ho>fxK--v(4.72 ^ ) t h V^o 
py^^^ooinA'^ - h (3.44»«) iOSfS 



»H-NMR( CDC I,) 6 OMH I 
3 8 . 80-7 . IOC m, 3 H) 

4 . 70-8 . 90 C m. 2H ) 
8 . 50-2 . 95( m, 2H ) 

l-Cl-(2,3- •:^tKa-6-^ha)-f>K 




(Dl8) 



Sg»hA^iV(75)irf)*t>©2.3--:^t Kn-6 
-^ho^:^K-A.(8^)3tCfl.l'-*vi.^- 



?$S]Ba62"252764 (14) 

'STIR%L-C^SF^ft^^(Dl8)(4.7J'. 100 

* ) ^^ito 

1 4 

1 - (2,3-;^t Ka-8,3-v>>^A^) >f>'K 
yyu^-^rt^^yi^^o y K(Dl4) 



(Di4) 




H,0 



CH, 



I 0(C^:5i^;t:^ffi^C«v*2,8-'>^t K 
o-8,3-i^>^/^-fxK-A^(2.7y ) t?^^ 
^ V C 1 6 . 5 nrf C h X tfi 1 2 . 5 56 W/W®^0E) 3 
t<DS:f5iCZi)S)S^t:#«te(Dl4)(3.5?. 91 

xi^K-N-( 9->^/w-9-T1>'t^v^^D 
C3.8.lDyx-8-'^^)-2.8--:^t Ka^ 




NOH, 



( El ) 



?£«h/i.ix(i00«e) '^'Ol - (2.3--:^t 

h (Dl)(8.64 9 )fC«ifth/ux>^ (20««)4' 
<DxxK-3-T^y-9-^^>v-9-xtft^ 
•>'^ C3,3,i (2^)*3tni;tA:o KfB^ft 

#^^t2 4^fWa«ftT:traJ8^L2):fc#gj«$r*STSS 
%^-^;to 3lSt-:^;^o«'>^>'(200iirf)K:x 
iJflSiiiLia^oj^se* y •:^A^g«(2x20irf)rci^ 
ftOTto (Na. SO4) L«i^ L3I « t 

CHCl, K t }!> ^m-t h r ^ ^ (O is 7 2. ^ a 

<tSfe^Jffljt'^^(Ei)(2^. 5256)^4#;to 
1 7 6 - 8 " « 



»H-NMR( ODO I, ) 2 7 0MH2 
* 7 .85( d, 1 H) 

7 . 2 5-7 . 0 5( m, 2H ) 
6 . 95-6 . 85( m. l H) 
4 . 45-4 . 25( m. 2 H) 
4 . 00-8 . 80( t, 2H) 

8 . 25-8 . 0S( m. 4H) 
2 . 65-2 . 40( m. 2H) 

2 . 50( s , 8 H ) 
2. 15-1 .85(m, 8H) 
1 . 65-1 . 00( m. 5 H ) 

* ifi <R1 2 

C3.2.l3;#'^ h - Z - ^ ) - 2.8-c^t K 
o-^ X K-^ - 1 - K(B2) 

,NCH, 



( B 2 ) 
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t y a ) - ^i/K'jA'h ^) ^ a a / ^ ij ^< / 
-h (Dl)(0.64?)i3i;^K-3-T$/- 

(0.82 9 ) tORErcX t>S)Sil:^«^(E2) 
t»;to lift/S 1 58-4% 

»H-NMR(OD0I,)270MHr 
3 7 . 85( XH) 

7 . 2 5-7 , 10(m, 2H) 
6 . 95-6 , 85(m. iH) 

4 . 95( bd» IH) 
4 . IOC q. IH) 
8 . 90( t, 2H) 

8 . 25-8 , 1 0(fru 4H) 
2 . 2 5- 2 . 0 5 (m, 4H) 

2 . 80( s. 8H) 
1 . 90-1 . 75(m. 4H) 

x:^K-( 8-/5^^-8-T-tre-y^aC8.2. 
1 D:*-^h-3->f>v)-2,a-i^tKo>fxK 



^faB362-2527G4 (15) 




9 ) K ^) 9 ^ i-yhd^yy {0,949) 
-(2,8->^fcl y o ) ^fxK-A'h t) ^ a a / ^ 

o>;?x(8X75«£)Ki:l)»tflLyto 



x-r^KX i>(teAft:««)8ft#W(B8)(o.5 
8i*)^r?l.ytoW;fti8 8^-4% 
"H-NMR ( ODO I ,) 2 7 OMH« 
3 7 . 8 5 ( bd, iH) 

7 . 22-7 . 1 2 (nu 2H) 
7 . 00-6 . 92(m» IH) 
5.05(1, IH) 
4 . 06 ( t, 2H) 
3 . 28-8 . 08(fiu 4H) 
2 . 82( s. 8H) 
2 . 82-1 , 75 (m. 8H) 

xxK-N-( 8-/f^A^-8-ri''ec/^a 
C3.2,l] ^ h - 8-^yu) - 2»3->?t Ko 
-8->^A.>fi^K->i' - l-^A'iK^lf? Kia 
( E4 ) 




( E4 ) 



hyx^>vT^v(i.8«ie), i-(2, 3-*:^ 
tKci-8->^yu)>rxKy/u-0-( l-1^ 
^ i/ y A, i •^^A') ij A, ^< / - Y (D7)(3,5^ ) 
ACf^i^K-3-r5>'-8-Tiffcr*y^ci C3. 
2.lD;*-;^^x(1.8^ )4:KjahA.xx(lOO 
«e) frCfSl^L-tL-C 1 efejaatT^ra fM. ;t o S E il 

?S^-:/r:^ o o> (200fli«) KX 

KSi* C^Ai§^0[(2X2O««) (CX i)gfe-p;to ^ 
«19*«ift (Na. 304 ) L«^® L-t L-C^SIiiE^: ^ 
aa7^y^A(CXi^SPi-f>^»T/^^:^0*7A;^ a 

(E4)(0.97?, 2858 ) tL-C^(CftL:to 



'H-NMR( d,-DMSO ) 2 7 0MH2 



0 . 


8 5- 


10 


, 0 5 ( m. 


IH) 






7 . 


75 


(d. 


IH) 


7 . 


2 5- 


7 . 


05 


( m. 


2H) 


6 . 


9 5- 


6 . 


8 5 


(m. 


IH) 






6 . 


29 


(bs 


. IH) 






4 . 


I 5 


( t. 


IH) 


3 . 


9 0- 


3 . 


70 


(m. 


3H) 


8 . 


6 5- 


8 . 


80 


( m. 


2H) 






2 . 


65 


( s. 


8H) 


2 . 


5 0- 


2 . 


1 0 


( m. 


8H) 






1 . 


26 


(d. 


8H) 



mmm 5 

C3.2.l]:«-^»--8-'<^)-2,3-i>eKo 

-8,3-v>>f^-v>f:^ y ~ A. - i ~ a, m ^ -9- ^ 
K ( E 5 ) 



^BaB362-2527G4 (16) 




( B5 ) 



\ 4ic^^nyt:^sfercffiv>i-(2, a- 

^ o y K(Dl4)(1.2? ) t ^ K- 3-r 5 

y- 8 - r If ^ y ^ ° C8.2.1 'i ^ ^ ^ ^ (0.8 
^ ) <!:4rRJ5i5-a:-CftHfl:'^«J(E5)(0.88J'. 
50^6)*^#7to «I;SLJ5 8-9% 
'H-NMB ODOl, 

7 . 80(d. iH) 
7 . 25-7 . 05(ra. 2H) 

7 . 00-6 , 90(m, iH) 

6 . 9 2( bd. iH) 
4 . 08(<i, IH) 

8 . 60( s, 2H) 

8 . 80-8 . 1 5 (m, 2H) 



2.85(5, 8H) 
2 , 40-2 . 1 0(m. 4H) 
1 . 95-1 . 65(m. 4H) 

1 . 35( s. 6H) 

ivK-N-( 8->5^^-8-rifiry^q 
C8.2.1 'i ^ ^ h-8->fyv) - 
y y - /I, ^ 1 ~ ij ^ -^f- i y ^mfA i E6 ) 

^NOH, 




HOI 



OH, 



( E6 ) 



KjSft^D o;^y^A (100jk«) cf>Ox>' K - N - 
( 8->^^-8-rifir-X;^a C3.2.l3;*-j^ 
j,_a->f>^)-2.3-i^t Ko-8->^yu>f 

(0.5^ )AO^'2.8-v^;^acr-5,6-i^yT/ 
-l,4--<xyx*^y>' (0.41^) t6^|«12tJttT 



(NaiSO«) L&km L^^i 0 n7n.»i.A^cx 

J«««ff4^K^(B6)(0.2f, 405* ) i:L-C#«l 
L±o ai;^ 1 5 8--6 i** o 
*H-NMR(d,-DMSO)400MHz 
* 1 0 . 50(bs, iH) 

8 . 1 5( d, IH) 
7 . 85( bs. IH) 
7 , 65( s. IH) 
7 . 55(d , IH) 
7 . 80-7 . 1 5(m, 2H) 
4 . 00-8 . 7 5 (m, 3H) 

2 . 65( bs. 8H) 
2 . 50-2 , 05(m, l iH) 

xxK-N-( 8-i^y^-8-T1fkfv'^P 
C3,2.1 3:4-^ h-3->fA^) - 2,3-.:^t Kci 
'^yy-z^^-l-ijA^iied^-^i K(E7) 




( E7 ) 



- h CDl)(0.91 9 ) txvK-8-T5>'- 

>- (0.5f ) tORf^Kt !> mfAit^m {E7 ) 
{ 0.2 4 9, 25 *)^:4#?to lBl;Si40--i% 
«H-NMR( ODO 1.) 2 7 OMH« 
3 7 . 85( d, IH) 

7 . 25-7 . 1 0(ra, 2H) 
6 . 95-6 . SSCfiu IH) 
4 . 95( bd» IH) 
4 , 10(q, IH) 
8 . 90( t, 2H) 
8 . 85( bs, 2H) 

1 D^^^v(i.76 ^ ) ticRm-s-txstmm. 
hti^tx-imatm {BB ) ii . 1 1 9. is^) 

(^|K«L7t« »^299-'8 00' 
'H-NMR( d,-DMSO ) 2 7 OMHz 
a 10.8 5-10, I5(m. iH) 

7 , 80-7 . 70 (m, iH) 

7 . 10-6 , 85(m, 2H) 

6 . 80( bs, IH) 
4 . 05( t. 2H) 

8 . 90-8 . 70(fn. 8H) 

8 . 10( t, 2H) 
2 . 65( bs. 8H) 
2 . 50-2 . 05 (m, SH) 

j::^K-N-< 8->^A^-8-rifi^^^;^ci 
C3,2.1 h - 3-^>^) - 2,8--;^t Kci 

-5-^ao-txK->«^— 1— ;fr>^fK^1f? K 
( E9 ) 



?$fflBa 62-252764 (17) 

8 . 1 5( t, 2H) 

2 . 4 5( q, 2H) 
2 , 38-2 . 20(m, 2H) 
2 . 1 8-2 . OOCm. 2H) 
1 . 95-1 . 65{m. 4H) 

1 . 10( t. 8H) 

^ iifi^ 8 

ctxK-N-c B-z^j^-s-rir^'y^o 

C3., 2.1 D^i-^ ^-8-4A.) -.5-7A.;t-o- 

m^ft^ ( E8 ) 




*»W4W:^^ix;t^te(ce£iai-(2, 8-i> 

t|.-D-5-7>«'?*-o)^vKy>»'-0-( 1- 
1f^-^>^>r ^ i^A-) :^^x<^ - h (D8)(3.5^) 




( E9 ) 



01 



^ a □ > ^ X (50««) '^'0;n-3cy:^C8.8 
( h ^ :y 1 2 . 5^SW/WBflE ) 3 frCCH.Ol, 
(?0««)'f»O2,8--;^t Ka-5-j^oa^:/K 
-^(D4)(0.88f)^ffiTL7to hyx^yu 

r^v(o.88i«^)*ftK:;!ni;L^»*i o^ra^ 
ta-rflH$L;to f a > (iOb^) tfo 

XX 8-T$ -/-8-y^^-8-T1t't^X 

C8.2.1 D;f;^:^v(0.88 ? ) 1m A. ^ L 

WLi3 y CAf§«[(15««) fi.C;m*(20flrf) vex i? 
iT>^^ <0 i3 9 ^ ^ o-r h ^5 7^{C;d*^tTgt 



(0.Z69. 1996) ^r^lTto !MAl49-'50% 
»H-NMR(CD01,) 400 MHz 
* 7 . 81(d, IH) 

7 . 1 5-7 . 05 (m, 2H) 

4 . 90( bd. iH) 
4 . 08( q, iH) 
3 . 91 ( t, 2H) 

8 . 28-3 . 10(m. 4H) 

2 . 34 ( s, 3H) 
2 . 35-2 . 08 (m, 4H) 
1 . 90-1-. 65(m, 4H) 

[8,2.1 D;^^ h-S-^fA-) 2.8--:^t Ka- 
( £J 1 0 ) 




( BlO) 



1$raBa62-2527G4 (18) 

llifi^lK^^ix;t:SjSfefrC«£v^l-(2, 3--:> 

^>u*yu^<> - ^ (D9)(0.48 ^ ) txv K- 
8-T?y-8-/^>a'-8-ri»'»^-:^;^n C3. 

2.iD;^^:^'x(o.23 f ) i«:Rl5^-^-C^a 
fl:#'to(Bio)(o.22^, 4 5 9t)4:fS7to 

1 4 2 5 % 

'H-NMR( CDO 1.) 2 7 oMHz 

* 7 , 75( d. IH) 

6 . 80-6 . 65(m, 2H) 
4 . 88( bd. IH) 

4 . 08( IH) 

8 .90( t. 2H) 

8 . 78( s. 8H) 

3 . 28-8 , 1 0 (m. 4H) 

2 . 82( s. 3H) 

2 , 40-2 . 1 0(nu 4H) 

1 . 90-1 . 65(m, 4H) 

^ M 1 1 



C8.2.l3;4-^ b - B - /i^ ) ^ y F 
M ^ K *a K « ( E 1 1, ) 



A. - 1 - 



CONH ^ 



CO 



HOI 



(Ell) 



( 8-/^/u-8-Tift^^;^o C3.2,l D;*-^ 
h-3-^A) 2,8-i^tKo>fxK->v-i- 
;!;A.»K4^-!f^ K^««(E2)(0.46 ? ) JkCfZ, 

B - 1^ a a-5,6-v>>Ty-l,4 Cvy:^ 

yxCO.44 9 ) <D K[i^K X !> mMit^^ {Ell) 
(0.31?. 6896) ^r^#7t»«^258-6Q"(^ 

m ) o 

•H-NMR(d,-DMSO) 270 MHz 
« 1 0 , 6-1 0 . 3 ( m, IH) 

8 . 1 5-7 . 95( m. 2H) 
7 . 85( d . IH) 



7 . 65-7 . 55 (m, iH) 
7 . 35-7 . 10(m, 2H) 
6 . 75-6 . 65(m. iH) 
4 . 05-3 . 65(m, 3H) 

2 . 65( bs, 8H) 
2 . 60-2 . 00{fn, 8H) 

N- ( 1 - TlTirc^^p C2.2.2D;«-^ h - 3- 
^A)2.3-c^t Kci^i/K->v- i - 5t,yu,K=^ 
1^ ^ K ^ « *a ( E 1 2 ) 



(El 2) 



ttift-i^/^A-myuAT^ K(30«/)tf»<D3-T 
- 1 - Ttftrv-J^D C2.2.2];*';^;*i>' 




'544- 



K y a ) y ^} Hj Jt^ TiC =i Ji^ ^ t2 \) K(D 

io)(0'.46? ) ^if \^ I) X. ^ r i y { 0 , 3 s 

) o»«-^fflST UTfeo sjsa^ife * 2 a® 

«ClO«rf)K:X!?«feo;to *t8« * ««(Na,SO*) 

if-Irt ±o ^^^i^m^ {^l 2) { 0 . I 6 9, 21^) 
t LX^mL±o m-j^ 1 3 8-4 0% 
'H-NMR ( d,-DMSO ) 4 0 OMH z 
i 1 0 . 7-1 0 . 8( m, iH) 

7 . 82(d, iH) 
7 . 1 6 ( d , IH) 
7 . 08 ( t . IH) 
6 . 86( IH) 
6 . 80( d. IH) 
4 . 1 8-4 . 08(m, iH) 
4 . 06-3 . 92(m. 2H) 



??raBa62--2527G4 (19) 

2 . 54( t, iH) 

2 . 46-3 . 04(m, 7H) 

2 . I 8-2 . 06(ni. 2H) 

1 , 96-1 , 78(m. 2H) 

1 , 76-1 . 60(m. iH) 

m:mm 18 

N-(l-ri^t^V;^aC2,2.2]^;^ |.-3--f 
«K i ^ r ( El 8 ) 




{ El 3 ) 



?x { 7 5iU) ^<0 I - r ^ i£ y ^ o C2.2.2 Dj*- 
^^^-3-;i-->^(iy)^n-y^^y-f-5rj; 



RJc;tl#*te^:-78*K:?5r^L«J&'r K 7 t Ka 7 

?i^(20«<)4><O2.3--;>t Ka^xK-vu 

( 1 .43 9 ) ^rffiTLTto SJBia#<to^:St11LX 

as^^^t^aE^-;^;^ o o jt ^ X (isourf) Kmm 
L-tL-rfi^j^S* y C'JwfswcsoiB^) kcx 

OTto (Na.SO. ) L»a^:lt^TSI 

«.a^k«^ffl<i:^*(Bl3)(0.29^. 14^6)^: 
Tfco fiA>S I 2 4-5" o 
'H-NMR(0D01,) 270 MHr 
9 8 . 00-7 . 70(m, iH) 

7 . 30-7 . 1 0(m, 2H) 
7 . 05-6 . 90 (m, iH) 

5.0 5-4.80(m, iH) 

4 . 20-3 . 95 (m, 2H) 

8.4 5-8. 25(m» iH) 

3 . 25-2 . 50Cm. 7H) 

2 . 30-2 . 0 5(m. iH) 

2 . 0 5- 1 . 20 (m, 4H) 



14 

^ y K-N - ( 8->^^-8-T-fe'v^P 

C8.2.I '} * ^ h-3-^/u) - 2.3->>t V a 
-3-x^-^'>^:^K->^-l-^y^»K=^^■!^^ KiS 
(£14) 




( El4) 



Et 



a> ^x(lOO)jrf) tfOl - (2,3 

K(Dll)(l^)K:««v>^aa/>j»i/ 
(50irf)tf'OJ:xK-3-T5y-8-T-yir*>' 
^° C3.2.l];i-;^j^v(0.7f ) SlI^ V 'Jx^ 
A^r ?x(o.7flrf)(Dii^i|^5^rfaTL7to KiCiii 

^ito ^iSt: 5 NJaeifS«(20««) frCjS*yFL-tL 



/ ^ :^ i 3x75««)K:X!?ttaiL7^o 5tw;»a*«: 
«(Na,S04 ) LS«4:*5STI556^ -^aSt ffl 

»ia(El4)<1.27^, 765S)tUt:#ttL7to 
2 6 8-4" o 
»H-NMR( d, -DMSO ) 2 7 OMHx 
« 10 .80-1 0, 20(m, IH) 

7.80 ( d, IH) 
7 . 25-7 . 05 (m. 2H) 
6 , 95-6 . 80 Cm, iH) 
6.82 ( bs. IH) 
4 . 1 0 ( t. IH) 
3 . 90-8 . 65 Cm. 4H) 
3 . 55-8 .10 Cm. iH) 

2.65 C bs. 8H) 
2 . 60-2 .00 Cm, 8H) 
1 . 90-1 . 65 Cm, iH) 
1 . 60-1 . 40 Cm, IH) 
0.92 C t. 8H) 



IJBSOa 62-252764 (20) 

a::i/K-N-C 8->f^^-8-T1f»^'X^a 
V K-^ - 1 ^ ij ji. tn ^ ^ i KiSlttitCElS) 



NOH, 




.HOI 

Et ( Bl 5) 

C 8->^>^-8-Tlfl^V^aC3.2.l];r;^ 
h-S--^^) 2.3--;>tKp-8-x^>ru>f>' 
K-^ - 1 - K*a«?^CJSl4) 
Cl.01?)i2,8-C^;^a a-5,6- v^VTy- 

i,4--5x>^:^yv(o.8y ) ioKSfrCJ: ]) m. 

fi^t;#<tocBi5)co,4^, 40*) ^mft^ 

2 1 0--1 8 • o 

'H-NMRC d.-DMSO) 2 7 OMHi 
« 1 0 . 90-10 . 50Cm, IH) 

8. X5 Cd. iH) 



7.90 C bs, IH) 
7.68 C s, iH) 
7.55 Cd, IH) 
7 . 85-7 . 10 Cm, 2H) 
4 . 1 0-8 .65 Cm, 8H) 
2.90-2,05 Cm. 1 8H) 
1.80 C t. 8H) 

^ ifs^ I 6 

xxK-N-C 8->^A^-8-Tirtfy-^p 
C8.2,l3;*-:^ h-8->f^) - 2,8--;>t K 
-5--ho>f:xK-A.-i-3!;A'iK:^-!^J K 
C B 1 6 ) 




C El6) 



^^^x^y- j. CI>12)C2P) ib^^-K- 8-T 
^>^-8-Tiftrv;^a C3.2,l '} it ^ ^ y 
(0.9^ ) i*S:J5^-^-C^jffl<t:'^*CBi6) 
Cl.25^. 625J) t»7tc M;*17 6-8% 
»H-NMa{ODOl,) 270 MH 2 
^ 8 . 18-7 . 95Cm. 3H) 

5 . 05C bd, IH) 
4 . 1 5-8 . 95Cm, 3H) 
8 . 85-3 . I 5Cm, 4H) 
2 . 30C s, 8H) 
2 . 85-2 . 1 OCm, 4H) 
1 . 85-1 . 60Cm, 4H) 

x:^K-N - C 8->^A^-8-T1firv;^a 
C8.2.1 D;^^ h - 8->fA.) - 2,8-.:^t V zx 
-6--ha>f>'K-A.-i-:^yu ;K > -jf 5 K 

MJfi C E 1 7 ) 
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NO, 




.HOI 

(Bl7) 



5 / -8->^^-8-Ti''«^>';^a C3.2.1 3 

^ ^ ^ y (2.55 ^ ) t<oRmKi !> m^it^m 

(Bl7)4^#7to l»A245'-7-(^19|)o 
'H-NMR(d,-DM30) 270 MH 2 
d 10.1 5-9 . 9 5 ( m, iH) 

8 . 55( d. iH) 
7 , 8 5-7 . 7 0 (m, iH) 
7 . 4 5-7 . 3 5 (m, iH) 
6 , 65-6 . 55(m, iH) 
4 , 1 5( t, 2H) 
3 , 90-3 . 70 (m, iH) 



«raoaG2-252764 (21) 

3 . 60-8 . 3 5 (m, 2H) 
3 . 30-3 . 1 5 ( t, 2H) 
2 . 65( d, 3H) 
2 . 45-2 . 00(m. 8H) 

18 

N-( l-Ti^'k^V^aC2.2.2D;4-i^h-3- 
^ ) 2,3--:>ti Ko-3,8-i^>^>^'^vK- 




*(1.5«/)^'(D3-r^W-l-Ti>'e'-:x^ 
a C2.2.2D;*-^^xlHfiatlt(0.87 ? ) 



1 - (2.3-v>t Ka-3,3 - i> > ^ ^ ) >f X K 

KltSTjRS^-^/to 5 N^«^a ( 25irf) 

KmML'^^^^y^^L-'T/^ (50«£) KlX t> ft-p;to 

1:?€»(Na,S04 ) L^Sj» **STa55S^ -^aSE 

-C ^® 1t:#1«5 ( B 1 8 ) ^ ?#7t o l8l;^l74-6*o 
•H-NMR( ODO 1.) 2 7 OMHz 

1 I . 40 ( b s. iH) 
7 , 95( d, IH) 
7 . 25-7 . 0 5 ( 2H) 
6 . 95( t, iH) 
6 . 6 5 ( bd. iH) 
4 . 60-4 . 4 0 (m, iH) 

4 . 28 ( dd. IH) 
4 . 10-3 . 80(m, 3H) 
3 . 5 5-8 . 8 5 (m, iH) 



3 . 30-3 , OOCnri. 8H) 
2 . 50-2 . ao(m, 2H) 
2 , 25-1 . 90 Cm. iH) 
1 . 95- 1 . 6 0 ( m, 2H) 
1 , 35( 5,.6H) 

7 ^ V • i/ K - -y T y .y y =^ { Von Bezold - 
Jarisch ) BL^omVU^m 

}rt h 5-HT(ci: y> ^-r h y • ^v^yu k-^-^ 

( 1.2 5 9/^f^m,{H ) K t }) mmV^ LX 7 :^ ^ 
- A' C Pozard ) h f ^ - • * >^ ^< ^ • y 
y — ^ 3 A' (J.Oardiovasc. Pharmacol,)J 
2,22 9-24 5 ( 1 980 ) K t }[> Wl, ^ ft tn < E. 
JtC^'C/tta^ie^. LTto 5-HT^:ffe:^TOS-J^« 

;L-tLT/i:>f6tt03Clt*5£ltL7to 
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?$li3B362-2527G4 (22) 

OK'iJ«4«R( ED io. ) t * to 7t . 
» 1 





E D 




1 




12.5 


2 




1 . 4 


8 




5 


4 




3 


5 




0 . 58 


6 




1 . 6 


7 




>10 


8 




1 7 


9 




>10 


X 0 




7 


1 1 




7 . 7 


1 2 




4 . 4 


1 3 




8.9 


1 4 




1 . 0 


1 5 




2 . 0 


1 6 




>10 


1 7 




>10 


18 




5 , 8 









# 1 « 



©Int.Cl." 

A 61 K 31/40 



C 07 D 



//(C 07 D 



(C 07 D 



31/435 
31/46 
209/58 
403/12 
451/04 
451/12 
451/14 
453/02 
403/12 
207:00 
209:00) 
403/12 
209:00 
233:00) 



AAN 
ABQ 
ACN 
ACP 
ADQ 
AEN 
ACL 
AC J 



7306- 4C 
7431 -4C 
6664- 4C 
6664- 4C 
6664- 4C 
6664- 4C 

7242- 4C 



7306- 4 C 



@3fetii5i @ 1 986^ 1 1^ 7 0 @ ^ +' 'J X ( G B )(|J)8626632 
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?fB3B3 62-252761 (23) 



5 25 



6 2 - 9 7 7 ^ 

2 . ftmo^w 

3 . ffiiE^rt--5# 

^^tomok m m A 

4 . K m X 



7 



6 



5 
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